P e d i a t r i c s , Brooklyn, New York.
Although C t i s a n o b l i g a t e i n t r a c e l l u l a r p a r a s i t e , it i s c l a s si f i e d a s a bacterium.
However, L i t t l e i s known a b o u t i t s i n t e ra c t i o n w i t h human PMNS. F a c t o r s p l a y i n g a r o l e i n t h e opsonizat i o n of Ct were i n v e s t i g a t e d u s i n g l u m i n o l dependent PMN chemiluminescence (WCL) . W e t e s t e d 2 s t r a i n s of Ct: a g e n i t a l i s o l a t e a n d a n LGV (L ) . The Ct were grown i n c e l l c u l t u r e and p u r i f i e d by d i f f e r e n t k l c e n t r i f u g a t i o n a n d p a s s a g e t h r o u g h 35% r e n o g r a f f i n .
C t a l o n e f a i l e d t o induce a s i g n i f i c a n t d e g r e e of LDCL compared t o serum a c t i v a t e d zymosan (< 90%) C t mixed w i t h h m n s e r a g e n e r a t e d s i g n i f i c a n t LDCL. T h i s e f f e c t of t h e serum was independent of t h e p r e s e n c e o r a b s e n c e of s p e c i f i c a n t i -c h l a m y d i a 1 a n t i b o d y o r complement. P r i m t e serum had 77% of t h e a c t i v i t y o f human serum, n o n -p r i m t e s p e c i e s (sheep, h o r s e , cow, r a b b i t ) demonstrated s u b s t a n t i a l l y l e s s a c t i v i t y ( < g o % ) . The m g n i t u d e of LDCL h a s a l s o r e l a t e d t o t h e Ct: PMN r a t i o w i t h g r e a t e s t a c t i v i t y a t 1 0 : l .
Humn s e r a w i t h IgG < l o 0 mg/dl d i d n o t s t i m u l a t e LDCL more t h a n C t a l o n e .
Theseresultssuggestthathuman I g G , o r o t h e r components of h u m n serum i n t e r a c t w i t h Ct independent of s p e c i f i c a n t i b d y b i n d i n g s i t e s . T h i s ffictor i n h u m n s e r u m a l s o does n o t a p p e a r t o b e a n a t u r a l o r c r o s s r e a c t i n g a n t i b c d y . The i n t e r a c t i o n of C t w i t h human IgG c o u l d s e r v e t o i n c r e a s e t h e v i r u l e n c e of t h e organism i n a manner a n a l o g o u s t o t h a t propsed f o r s t a p h y l oc m c a l p r o t e i n A. r t a l i t y and t o m a i n t a i n f u l l f u n c t i o n a l c a p a c i t y o f such a u n i t . NI i n o u r NICU were s t u d i e d from J a n 1981-Dec 1982 a f t e r moving i n t o a new h o s p i t a l . The r a t e i n c r e a s e d from 7.9% (NI/pts a t r i s k ) i n 1980 t o 11% i n 1981 and 18% i n 1982. Of 561 i n f a n t s h o s p it a l i z e d o v e r 48 h r s , t h e r e were 107 (19%) N I i n 66 p t s . Major s i t e s o f i n f e c t i o n were: 21% b l o o d , 7.5% r e s p , 6% wound, 3% CNS and 1% o t h e r . 59% were s u r f a c e i n f e c t i o n s . I n f e c t i o n r a t e s were i n v e r s e l y p r o p o r t i o n a l t o b i r t h w t , 54% o c c u r r i n g i n p t s < 1500 gms. Deaths o c c u r r e d i n 7.7% of i n f e c t e d and 9 % u n i n f e c t e d p t s .
NOSOCOMIAL INFECTIONS (NI)
77% of t h e N I were due t o gm + organisms which was u n u s u a l , and o n l y 9% were gm -. During t h e 2 y r p e r i o d , of t h e 116 pathogens i s o l a t e d , 54% were SA. T h i s was accompanied by a h i g h p r e v a l e n c e of SA c o l o n i z a t i o n (32-38%). An o u t b r e a k of MRSA began i n J a n 1982. Over t h e n e x t 14 months t h e r e were 43 SA i n f e c t i o n s , 47% were MR. By Nov 1982, 47% of i n f a n t s surveyed were c o l o n i z e d w i t h SA, 8 0 % of which were MR. What we found was t h a t t h e a d d it i o n a l i n f e c t i o n c o n t r o l measures i n s t i t u t e d i n Feb 1982 (coh o r t i n g of i n f a n t s and p e r s o n n e l and t r i p l e dye on t h e u m b i l ic u s ) d i d n o t a l t e r t h e o u t b r e a k . Two i n f a n t s were i d e n t i f i e d a s major s o u r c e s of MRSA. The epidemic t e r m i n a t e d a b r u p t l y , o n l y f o l l o w i n g removal of t h e 2 i n f a n t s . T h i s c o n t r o l measure rapidl y e l i m i n a t e d d i s e a s e and markedly reduced c o l o n i z a t i o n .
INTRAVENOUS IMMJNE GLOBULIN (IVIG) FOR THE TREATMENT OF RESPIRATORY SYNCYTIAL VIRUS (RSV) INFECTIONS :
1088 STUDIES I N THE bJL MONKEY. Val G. Hemming, Gregory A. W i n c e , William T. London, Bryan R. Murphy, Gerald W. F i s c h e r , and Robert M. Chanock. Department of P e d i a t r i c s , Uniformed S e r v i c e s U n i v e r s i t y , and NIAID, N a t i o n a l I n s t i t u t e s of H e a l t h , Bethesda, MD.
W e r e c e n t l y s h m e d t h a t some l o t s of pooled human IVIG, c o n t a i n e d t i t e r s of RSV n e u t r a l i z i n g a n t i b o d i e s sometimes exc e e d i n g 1:10,000. P a s s i v e i m m n i z a t i o n of i n f e c t e d c o t t o n r a t s w i t h h i g h -t i t e r e d RSV-IVIG induced l a r g e r e d u c t i o n s i n t h e numb e r s of RSV r e c o v e r e d from b o t h t u r b i n a t e s and lungs. Hence, 21 owl monkeys were c h a l l e n g e d i n t r a t r a c h e a l l y w i t h 1 x l o 6 p f u of RSV (A-2).
Nasal and l u n g washes were performed every o t h e r day f o r q u a n t i t a t i v e RSV c u l t u r e s .
Treatment animals (n=13) r e c e i ved 3 g/kg IVIG i n f u s e d i n t r a v e n o u s l y o v e r a p e r i o d of 24 h r .
Peak RSV shedding o c c u r r e d i n a l l animals on t h e 5 t h i n f e c t i o n day. C o n t r o l animals had a s l i g h t r e d u c t i o n of RSV on t h e 7 t h day.
I n c o n t r a s t IVIG t r e a t e d animals e x p e r i e n c e d 100 t o 1,000 f o l d r e d u c t i o n s i n RSV i n b o t h n a s a l and lung washes. No e v i d e n c e of pulmonary o r s y s t e m i c t o x i c i t y was observed a f t e r IVIG a d m i n i s t r a t i o n .
Chest x-rays remained normal throughout t h e s t u d y i n both c o n t r o l and t r e a t m e n t animals.
These d a t a s u g g e s t t h a t p a s s i v e immunotherapy w i t h h i g h -t i t e r e d IVIG may be of v a l u e i n t h e p r o p h y l a x i s o r t r e a t m e n t of lower r e s p i r a t o r y t r a c t RSV i n f e c t i o n s i n i n f a n t s and young c h i l d r e n .
RESPIRATORY SYNCYTIAL VIRUS (RSV) NEUTRALIZING ANTI-BODY TITERS I N HUMAN IMWNE SERUM GLOBULIN FOR INTRA-VENOUS (IVIG) INFUSION. Val G. Hemming, Leonard E.
Weisman, Gregory A. P r i n c e , Robert L. Horswood and Gerald W. F i s c h e r .
Department of P e d i a t r i c s , Uniformed S e r v i c e s Univers i t y , and NIAID, N a t i o n a l I n s t i t u t e s o f H e a l t h , Bethesda, MD.

During s t u d i e s of p h a m c o k i n e t i c s of IVIG i
n n e o n a t e s , a n i n f a n t with a s e r i o u s lower r e s p i r a t o r y t r a c t i n f e c t i o n was t r e a t e d w i t h IVIG and e x p e r i e n c e d a n unexpectedly prompt recove r y . V i r a l c u l t u r e s of t h e i n f a n t ' s s e c r e t i o n s s u b s e q u e n t l y grew RSV. A n a l y s i s of t h e IVIG l o t i n f u s e d y i e l d e d an RSV neut r a l i z i n g t i t e r of 1:3,276.
This prompted a s c r e e n of 23 o t h e r l o t s of human IVIG p r e p a r e d by 3 m a n u f a c t u r e r s ( C u t t e r I n c . , 7 l o t s ; Sandoz I n c . , 9 l o t s ; Hyland L a b o r a t o r i e s , 7 l o t s ) . E i g h t l o t s had n e u t r a l i z i n g RSV t i t e r s exceeding 1:10,240; t i t e r s of t h e o t h e r s ranged from 1:1,559 t o 1:9,344 (ave. 1:4,438). RSV complement f i x a t i o n (CF) t i t e r s g e n e r a l l y m i r r o r e d t h e n e u t r a li z i n g t i t e r s . However, t h e RSV CF t i t e r s i n t h e 20 l o t s were g e n e r a l l y about 10-fold h i g h e r t h a n CF t i t e r s t o i n f l u e n z a A, B, p a r a i n f l u e n z a 1, 2, 3 and a d e n o v i r u s e s . R e i n f e c t i o n o f humans by RSV i s common. Coupled w i t h t h e annual RSV o u t b r e a k s i n most communities, r e c u r r e n t reexposure probably a c c o u n t s f o r t h e high t i t e r s i n t h e IVIG l o t s .
The d a t a s u g g e s t e d t h a t IVIG may be s u i t a b l e f o r p r o p h y l a x i s o r t r e a t m e n t of RSV i n f e c t i o n s . U t i l i z a t i o n of high t i t e r e d RSV-IVIG p r e p a r a t i o n s f o r p a s s i v e immunotherapy of RSV d i s e a s e i s c u r r e n t l y b e i n g examined i n c o t t o n r a t and awl monkey models. -1975) showed e x c e l l e n t c o r r e l a t i o n w i t h t h e animal model. R e c e n t l y , it has become a p p a r e n t t h a t p a t i e n t s w i t h a c q u i r e d immunodeficiency syndrome (AIDS) u n i q u e l y e x p e r i e n c e a remarka b l y h i g h r a t e of a d v e r s e r e a c t i o n s t o TMP/SMZ. S i n c e PCP i s a major l i f e -t h r e a t e n i n g i n f e c t i o n w i t h AIDS, a l t e r n a t i v e drugs a r e needed.
DIAMINODIPHENYLSULFONE (DAPSONE):
Using t h e c o r t i c o s t e r o i d -a n t i b i o t i c -p r i m e d r a t model f o r P. c a r i n i i pneumonitis (PCP) we p r e v i o u s l y demonstrated t h e e f f ycacy of trimethoprim-sulfamethoxazole (TMPISMZ) f o r t r e a t m e n t of t h i s i n f e c t i o n (SPR-1974). Subsequent s t u d i e s i n humans (SPR
We have undertaken s t u d i e s t o develop new a g e n t s f o r t h e t r e a t m e n t of PCP. The e x p e r i m e n t a l d e s i g n i s based on t h e premise t h a t dexamethasone-tetracycline a d m i n i s t r a t i o n f o r 6 weeks o r longer w i l l almost i n v a r i a b l y provoke PCP i n t h e r a t . Drugs a d m i n i s t e r e d d u r i n g t h e p e r i o d of i m u n o s u p p r e s s i o n c a n be t e s t e d f o r e f f i c a c y i n comparison t o u n t r e a t e d cont r o l s . I n a s e r i e s of experiments we have t e s t e d 10 d r u g s i n t h i s manner.
The r e s u l t s a r e a s f o l l o w s (no. animals w i t h PCP/no. t e s t e d ) :
a l l o p u r i n o l 10/10, d i l o x a n i d e f u r o a t e 10/10, n i f u r t i m o x 10/10, k e t o c o n a z o l e 10/10, d i f l u o r o m e t h y l o r n i t h i n e 10/10, m e l a r s o p r o l 10/10, suramin 10/10, primaquine-chloroquine 10/10, g e n t i a n v i o l e t 8/10 and d i a m i n o d i p h e n y l s u l f o n e 0/10. C o n t r o l s ( t o t a l ) = 48/50.
We conclude t h a t t h e dapsone a d m i n i s t e r e d o r a l l y i n t h e dose of 25.0 mg/kg d a i l y i s e f f e ct i v e i n murine PCP.
MOLECULAR EPIDEMIOLOGY OF CYTOMEGALOVIRUS (CMV) I N
Jf1091 DAY CARE CENTERS (DCC). C e c e l i a Hutto and Robert F. Recent e p i d e m i o l o g i c s t u d i e s i n which t h e r a t e o f C M V excret i o n among c h i l d r e n i n group DCCs was found t o b e s i g n i f i c a n t l y h i g h e r t h a n t h e r a t e of s e r o p o s i t i v i t y t o C M V among c o n t r o l s sugg e s t t h a t h o r i z o n t a l t r a n s m i s s i o n o f C M V o c c u r s w i t h i n t h i s s e tt i n g . We a n a l y z e d CMV i s o l a t e s from c h i l d r e n i n a DCC w i t h a h i g h r a t e of i n f e c t i o n f o r r e l a t e d n e s s u s i n g r e s t r i c t i o n endonu-" l e a s e s .
DNA e x t r a c t e d from t h e v i r a l i s o l a t e s was c l e a v e d u s i n g BAM H1 and Hind 111. I s o l a t e s o b t a i n e d from 3 c h i l d r e n i n one classroom, r a n g i n g i n age from 22-26 months, y i e l d e d i d e n t i c a l r e s t r i c t i o n p a t t e r n s w i t h both enzymes. For 3 o t h e r c h i l d r e n , aged 28-34 months and c a r e d f o r i n a d i f f e r e n t c l a s s r o o m , ident i c a l r e s t r i c t i o n p a t t e r n s were found t h a t . w e r e d i f f e r e n t from t h e f i r s t group of c h i l d r e n and a l s o d i f f e r e n t from r e s t r i c t i o n p a t t e r n s produced u s i n g e p i d e m i o l o g i c a l l y u n r e l a t e d s t r a i n s . During a 24 month p e r i o d , 2 of 35 s u s c e p t i b l e mothers of c h i l d r e n i n t h e DCC s e r o c o n v e r t e d . Both had s e r o n e g a t i v e husbands, a s i n g l e c h i l d i n t h e c e n t e r who was v i r u r i c and no o t h e r known s o u r c e f o r t h e v i r u s . V i r a l i s o l a t e s from b o t h mothers and t h e i r c h i l d r e n were o b t a i n e d and t h e y a r e b e i n g examined u s i n g r e s t r i ct i o n endonucleases.
Both e p i d e m i o l o g i c and m o l e c u l a r t e c h n i q u e s i n d i c a t e t h a t CMV i s t r a n s m i t t e d f r e q u e n t l y between c h i l d r e n i n group DCCs. Exposure r i s k s f o r p a r e n t s of t h e s e c h i l d r e n and workers i n DCCs must be d e t e r m i n e d .
